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23. (Twice amended) The compound according to 
claim 39, wherein \aid compound is a compound of formula Ig: 



Q 3 



R R 
\ / 

Y — Y 

\ 




3 
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r )S l> ^2S^ (Twice amended) The method according to 
claim gr&y wherein said method is used to treat a destructive 
bone disorder selected from osteoarthritis, osteoporosis or 
multiple myeloma-related bone disorder . 



38 



(Twio^e Amended) A compound of the formula: 



R 



\ / 

Y — Y 



Q 1 /— \ 



NH, 



(If) 



wherein ; 




R R 
\ / 

Y — Y 



N=(A)n 



K 7 _> 



Q 2 



each of Qi and Q 2 are in 



(Ih) 



ntly selected from 



5-6 membered aromatic carbocyclic or heterocyclic ring 
systems, or 8-10 membered bicyclic ring systems consisting 
of aromatic carbocyclic rings, aromatic heterocyclic rings 
or a combination of an aromatic carbocyclic ri 
aromatic heterocyclic ring; wherein: 



and an 



/ 
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k Qi is substituted with 1 to 4 substituents, 

:mdependently selected from halo; C1-C3 alkyl optionally 
substituted with NR» 2 , OR 1 , C0 2 R T or CONR f 2 ; O- ( C1-C3) -alkyl 
optdVnally substituted with NR 1 2 f 0R ? , C0 2 R f or CONR f 2 ; NR f 2 ; 
0CF 3 ;\f 3 ; N0 2 ; C0 2 R'; CONHR 1 ; SR ? ; S(0 2 )N(R T ) 2 ; SCF 3 ; CN; 
N<R')c\)R 4 ; N(R T ) C (O) OR 4 ; N ( R ' ) C ( O ) C ( 0 ) R 4 ; N (R ' ) S (0 2 ) R 4 ; 
N(R' )R 4 ;\(R 4 ) 2 ; OR 4 ; OC(0)R 4 ; OP(0) 3 H 2 ; or N-CH-N(R f ) 2 ; and 

<§b is optionally substituted with up to 4 
substituentsW independently selected from halo, CH=N-OH, or 
CH=0; C1-C3 straight or branched alkyl optionally substituted 
with NR f 2 , OR^V; 02 ^' S(0 2 )N(R f ) 2 , N=CH-N(R ? ) 2 , R 3 / NH-CH 3 , 
NHCH 2 CH 2 OH, NHCH 2 QH (OH) CH 2 OH, CH 2 OCH 2 OCH 3 , NHCH 2 CH 2 NH 2 , 
NH-phenyl, pipera^nyl, pyrrolidinyl or CONR' 2 ; 
O- (Cx-C 3 ) -alkyl optimally substituted with NR T 2 , 0R ? , C0 2 R f , 
S(0 2 )N(R f )2, N=CH-N(r\ 2 , R 3 , or CONR f 2 ; NR ' 2 ; OCF 3 ; CF 3 ; N0 2 ; 
C0 2 R'; CONHR'; R 3 ; OR 3 ;Vhr 3 ; SR 3 ; C(0)R 3 ; C(0)N(R')R 3 ; 
C(0)OR 3 ; SR 1 ; S (0 2 ) N (R 1 ) 2 \ SCF 3 ; N=CH-N(R f ) 2 ; CH=N-OH; CH=0; 
or CN; \ 

wherein R 1 is selected from hydrogen, 
(C1-C3) -alkyl; (C 2 -C 3 ) -alkenylVpr alkynyl; phenyl or phenyl 
substituted with 1 to 3 substilkients independently selected 
from halo, methoxy, cyano, nitrcX amino, hydroxy, methyl or 
ethyl; \ 

R 3 is selected from a 5-6 ytiembered aromatic 
carbocyclic or heterocyclic ring sys\em; 

R 4 is (C x -C 4 ) -alkyl optional]^/ ' substituted with 
N(R') 2 , 0R f , C0 2 R T , CON(R f ) 2 , or S0 2 N(R 2 )\; or a 5-6 membered 
carbocyclic or heterocyclic ring system optionally 
substituted with N(R f ) 2 , OR T , C0 2 R T , CON(R T \) 2 , or S0 2 N(R 2 ) 2 ; 

X is selected from -S-, -0-, -S(0^-, -S(0)-, 

-S(0 2 )-, N (R 2 ) - , -N(R 2 ) -S (0 2 ) -/ -N(R^-C(0)0- f 
-0-C (O) -N(R 2 ) , -C(O)-, -C(0)0-, -0-C(0)-, -C ( <V-N (R 2 ) - , 
-N(R 2 )-C(0)-, -N(R 2 )-, -C(R 2 ) 2 -, -C(OR 2 ) 2 -, -CH(OFn-; 

each R is independently selected from Hydrogen, 
-R 2 , -N(R 2 ) 2 , -OR 2 , SR 2 , -C(0)-N(R 2 ) 2 , -S (0 2 ) -N (R 2 ) 2 ,\or 
-C(0)-OR 2 , wherein two adjacent R are optionally bou^d to one 
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another and,^:ogether with each Y to which they are 
respectively bN^nd, form a 4-8 meiubered carbocyclic or 
heterocyclic ringl 

R 2 is selected from hydrogen, (C1-C3) -alkyl, or 



(C1-C3) -alkenyl; each 



■ionally substituted with -NCR 1 ) 2/ 



-0R T , SR f , -C(0)-N(R')2/ -X(0 2 )-N(R f ) 2/ -C(0)-OR f , orR 3 ; 
Y is C; 
A is CR f ; and 

n is 1; wherein an aromatic heterocyclic ring 
system comprises 1-2 heteroatoms independently selected from 
N, 0 or S 



Please add the following claims 39-67: 



C 



39. \Added) A compound of the formula: 




wherein : 



Q 3 is a 5-6 meinbered aromatic carbocyclic or 



heterocyclic ring system; or 
system comprising aroma 
heterocyclic rings or a co: 
carbocyclic ring and an aro > 
Q 3 is substituted with 1 to 4 




m 8-10 membered bicyclic ring 
pocyclic rings, aromatic 
in of an aromatic 

\erocyclic ring; wherein 
:uents, each of which is 



independently selected from halo; C\-C 3 alkyl optionally 



substituted with NR' 2 , OR T , CQ 2 R' or 



O- (C1-C3) -alkyl 



optionally substituted with NR T 2 , OR T ,\ C0 2 R' or CONR ! 2 ; NR 1 2 ; 
OCF 3 ; CF 3 ; N0 2 ; C0 2 R T ; CONHR 1 ; SR 1 ; S(0 2 V(R T ) 2 ; SCF 3 ; CN; 
N(R')C(0)R 4 ; N(R T ) C (O) OR 4 ; N (R 1 ) C (O) C (O) V ; N (R f ) S (0 2 ) R 4 ; 
N ( R T ) R 4 ; N(R 4 ) 2 ; OR 4 ; 0C(0)R 4 ; OP(0) 3 H 2 ; orVl-CH-N (R ! ) 2 ; 

Q 2 is selected from 5-6 memberedXaromatic 




carbocyclic or heterocyclic ring systems, or 8-10 membered 
bicycis^c ring systems consisting of aromatic carbocyclic 
rings, aromatic heterocyclic rings or a combination of an 
aromaticN^carbocyclic ring and an aromatic heterocyclic ring; 
wherein: \ 

Q 2 is optionally substituted with up to 4 
substituentk, independently selected from halo, CH=N-OH, or 
CH=0; C1-C3 straight or branched alkyl optionally substituted 
with NR 1 2r OR f \ C0 2 R f , S(0 2 )N(R') 2 , N=CH-N(R T ) 2 , R 3 , NH-CH 3 , 
NHCH 2 CH 2 OH, NHC^ 2 CH (OH) CH 2 OH, CH 2 OCH 2 OCH 3 , NHCH 2 CH 2 NH 2 , 
NH-phenyl, piperazinyl, pyrrolidinyl or CONR' 2 ; 
O- (C1-C3) -alkyl optionally substituted with NR f 2 , OR', C0 2 R', 
S(0 2 )N(R , ) 2 / N=CH-k(R f )2/ R 3 / or CONR f 2 ; NR 1 2 ; OCF 3 ; CF 3 ; N0 2 ; 
C0 2 R'; CONHR f ; R 3 ; OR 3 ; NHR 3 ; SR 3 ; C(0)R 3 ; C(0)N(R f )R 3 ; 
C(0)OR 3 ; SR'; S(0 2 )nW) 2 ; SCF 3 ; N=CH-N (R T ) 2 ; CH=N-OH; CH=0; 
or CN; \ 

wherein R 1 i>^> selected from hydrogen, 
(C1-C3) -alkyl; (C 2 -C 3 ) -a\kenyl or alkynyl; phenyl or phenyl 
substituted with 1 to 3 >substituents independently selected 
from halo, methoxy, cyanc\ nitro, amino, hydroxy, methyl or 
ethyl; 

R 3 is selected frbm a 5-6 membered aromatic 
carbocyclic or heterocyclic Vtring system; 

R 4 is (C1-C4) -alkyl \pptionally substituted with 
N(R') 2 , OR', C02R 1 , CON(R') 2 , Ar S0 2 N(R 2 ) 2 ; or a 5-6 membered 
carbocyclic or heterocyclic ring system optionally 
substituted with N(R f ) 2 / OR', CObR' , CON(R') 2 , or S0 2 N(R 2 ) 2 ; 

X is selected fromN^S-\ -0-, -S(0 2 )-, -S(O)-, 
-S(0 2 )-, N(R 2 )-, -N(R 2 ) -S (0 2 ) -, ^^W 2 ) -C (O) O-, -O-C ( O) -N ( R 2 ) , 
-C(O)-, -C(0)0-, -O-C(O)-, -C(OVm^ r -N(R 2 ) -C (O) 
-N(R 2 )-, -C(R 2 ) 2 -, -C(OR 2 ) 2 -, -CH(0I 

each R is independently se^^oi^ed from hydrogen, 
-R 2 , -N(R 2 ) 2 , -OR 2 , SR 2 , -C.(0)-N(R 2 ) 2 , AS ( 0 2 ) -N (R 2 ) 2 , or 
-C(0)-OR 2 , wherein two adjacent R are Optionally bound to one 
another and, together with each carbon to which they are 
respectively bound, form a 4-8 membered Varbocyclic or 
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heterocyclic ring; 

R 2 is selected from hydrogen, (C3.-C3) -alkyl, or 
(C1-C3) -aikenyl; each optionally substituted with -N(R T ) 2 , 



-OR 1 



SR f \ -C(0)-N(R f ) 2 , -S(0 2 )-N(R') 2/ -C(0)-OR', orR 3 ; 
V is C; 
J^is CR 1 ; and 

n Vis 1; wherein an aromatic heterocyclic ring 
system comprises 1-2 heteroatoms independently selected from 
N, 0 or S; 

provided that for a compound of formula Ig, when Q 3 
is 2 , 6-dichlor^phenyl and both R substituents are H, then Q 2 
is neither phenVl nor p-f luorophenyl ; and 

for a \ compound of formula Ie, when Q 3 is 
2, 6-dichlorophenyl, both R substituents are H, and X is S, 
then Q 2 is not phtenyl . 

40. (Added) The compound according to claim 39, 
wherein Q 2 is selected from phenyl or pyridyl and wherein Q 2 
optionally contains up to 3 substituents, each of which is 
independently selected from chloro, fluoro, bromo, methyl, 
ethyl, isopropyl, -OOH 3 , -OH, -NH 2 , -CF 3 , -0CF 3 , -SCH 3 , -OCH 3 , 
-C(0)OH, -C(0)0CH 3 , -C5{ 2 NH 2 , -N(CH 3 ) 2 , -CH 2 -pyrrolidine and 
-CH 2 OH. 

41. (Added) Th^ compound according to claim 40, 
wherein, Q 2 is selected\r^m: 




OH 




^SCH, 



.SCH 



CI 
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(Added) The compound according to claim 41, 
wherein Q 2 \is selected from phenyl, 2-isopropylphenyl, 
3, 4-dimethxlphenyl, 2-ethylphenyl, 3-f luorophenyl, 
2-methylphe\yl, 3-chloro- 4- f luorophenyl , 3-chlorophenyl, 
2-carbomethoxylphenyl , 2 -carboxyphenyl , 
2-methyl-4-ch\orophenyl, 2-bromophenyl , 2-pyridyl, 
2-methylenehydVoxyphenyl , 4- f luorophenyl, 
2-methyl- 4- f luorophenyl, 2-chloro-4-f luorphenyl, 
2, 4-dif luorophewX, 2-hydroxy-4-f luorphenyl or 
2-methylenehydro^7-4-f luorophenyl 



43. (Adc^ed) The compound according to claim 39, 
wherein X is selected from -S-, -0-, -S(0 2 )-, -S(0)-, -NR 2 -, 
-C(R 2 ) 2 - or -C(0)-. 

44. (Added)\ The compound according to claim 42, 
wherein X is S. 



45. (Added) The compound according to claim 39, 
wherein each R attached t\> Y is independently selected from 
hydrogen or methyl . 



(Added) A compound of the formula 




(Added) A compound of the formula 
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V^. (Added) A compound of the formula 




49. (AddedA A pharmaceutical composition 
comprising an amount of a compound according to claim 39 
effective to inhibit p3\3, and a pharmaceutical^ acceptable 
carrier . 



50. (Added) A method of treating inflammatory 
diseases, autoimmune diseases, viral diseases, destructive 
bone disorders, proliferative disorders, infectious 
diseases, neurodegenerative^ diseases, reperfusion/ ischemia 
in stroke, myocardial ischenka, renal ischemia, heart 
attacks, angiogenic disorders, organ hypoxia, vascular 
hyperplasia, cardiac hyp^^coMiy, thrombin-induced platelet 
aggregation or conditions^^^w^ated with prostaglandin 
endoperoxide synthase-2 in ata^\"e^t, said method comprising 
administering to said patient a^Qipiposition according to 
claim 49. 



51. (Added) The method According to claim 50, 
wherein said method is used to treaV an inflammatory disease 
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selected fnom acute pancreatitis, chronic pancreatitis, 
asthma, allergies, or adult respiratory distress syndrome. 

52 A (Added) The method according to claim 50, 
wherein said method is used to treat an autoimmune disease 
selected from \glomerulonephritis, rheumatoid arthritis, 
systemic lupusl erythematosus, scleroderma,, chronic 
thyroiditis, Gmves 1 disease, autoimmune gastritis, 
diabetes, autoinmaune hemolytic anemia, autoimmune 
neutropenia, thrombocytopenia, atopic dermatitis, chronic 
active hepatitisA myasthenia gravis, multiple sclerosis, 
inflammatory bowel disease, ulcerative colitis, Crohn's 
disease, psoriasisY or graft vs. host disease. 

53. (Added) The method according to claim 50, 
wherein said method Vs used to treat a destructive bone 
disorder selected frqp osteoarthritis, osteoporosis or 
multiple myeloma-relaVed bone disorder. 

54. (Added) VThe method according to claim 50, 
wherein said method is ised to treat a proliferative disease 
selected from acute myelogenous leukemia, chronic 
myelogenous leukemia, metastatic melanoma, Kaposi's sarcoma, 
or multiple myeloma. \ 

55. (Added) TheYmethod according to claim 50, 
wherein said method is used\to treat an infectious disease 
selected from sepsis, septia shock, or Shigellosis. 

56. (Added) TheSmethod according- to claim 50, 
wherein said method is usecl ^Ltreat a viral disease 
selected from acute hepatitis, ioiffection, HIV infection or 
CMV retinitis. 

57. (Added) The method\according to claim 50, 
wherein said method is used to treat a neurodegenerative 
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disease^ selected from Alzheimer's disease, Parkinson's 
disease A cerebral ischemia or neurodegenerative disease 
caused by\ traumatic injury. 

(Added) The method according to claim 50, 
wherein said\method is used to treat ischemia/reperf usion in 
stroke or myocardial ischemia, renal ischemia, heart 
attacks, organ\ hypoxia or thrombin-induced platelet 
aggregation. 

59. (fltided) The method according to claim 50, 
wherein said methckl is used to treat a condition associated 
with prostaglandin ^ndoperoxide synthase-2 selected from 
edema, fever, analgesia or pain. 

60. (Added)\ The method according to claim 59, 
wherein said pain is selected from neuromuscular pain, 
headache, cancer pa ij**^ dental pain or arthritis pain, 



0.: 



61. (Added )\Tl\e\rt\ethod according to claim 50, 
wherein" said method is us^s&fco treat an angiogenic disorder 
selected from solid tumors, N&cular neovasculization, or 
infantile haemangiomas . 

^6^. (Added) A pharmaceutical composition j$ 
comprising an amount of a compound according to claim 
effective to inhibit p38, and a pharmaceutically acceptable 
carrier . 



63. (AddedX^ method of treating inflammatory 
diseases, autoimmune dise^es, viral diseases, destructive 
bone disorders, prolif erativeSdisorders, infectious 
diseases, neurodegenerative diseases, reperfusion/ ischemia 
in stroke, myocardial ischemia, ren^^ischemia, heart 
attacks, angiogenic disorders, organ hy^xia, vascular 
hyperplasia, cardiac hypertrophy, thrombin^nduced platelet 
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aggregation or conditions associated with prostaglandin 
endoperoxide synthas^^2 in a patient, said method comprising 
administering to said parfeient a composition according to 
claim 62. 

^fe^. (Added) A pharmaceutical composition 
comprising an amount of a compound according to claim 
effective to inhibit p38, and a pharmaceutically acceptable 
carrier . 

65. (Added) method of treating inflammatory 
diseases, autoimmune dis^^es, viral diseases, destructive 
bone disorders, proliferative disorders, infectious 
diseases, neurodegenerative sLLseases, reperf usion/ischemia 
in stroke, myocardial ischemia^ renal ischemia, heart 
attacks, angiogenic disorders, \rgan hypoxia, vascular 
hyperplasia, cardiac hypertrophyV thrombin-induced platelet 
aggregation or conditions associat^^l with prostaglandin 
endoperoxide synthase-2 in a patient\ said method comprising 
administering to said patient a composition according to 
claim 64. 

— ii 

(Added) A pharmaceutical composition / $ 
comprising an amount of a compound according to claim *H£* 
effective to inhibit p38, and a pharmaceutically acceptable 
carrier. 



67. (Added) A^ethod of treating inflammatory 
diseases, autoimmune diseases, viral diseases, destructive 
bone disorders, prolif erativ^isorders, infectious 
diseases, neurodegenerative diseases, reperfusion/ ischemia 
in stroke, myocardial ischemia, ^nal ischemia, heart 
attacks, angiogenic disorders, orgafc hypoxia, vascular 
hyperplasia, cardiac hypertrophy, thrombin- induced platelet 
aggregation or conditions associated w^^i prostaglandin 
endoperoxide synthase-2 in a patient, saifclmethod comprising 
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